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Amendmenfcg to th.e Claims : 

This listing of the claims will replace all prior 
versions, and listings r of claims in the application: 

Lisfcixig of ClaiTHB : 

1-40 (Cancelled) . 

41 (Previously Presented) . A method for inhibiting 
abnormal cell proliferation in a subject in need thereof, 
compirising administering to the subject an amount of an A3- 
selective adenosine A3 receptor agonist (A3RAg) , in a manner 
such that it exerts is prime effect through the adenosine A3 
receptor, the amount being effective to selectively inhibit 
abnormal cell proliferation, 

42 (Original) . A method according to Claim 41, for 
inhibiting growth or proliferation of tumor cells. 

43 (Cancelled) 

44 (Previously Presented) . A method according to 
Claim 41, wherein the drug is administered orally* 

45 (Original) . A method according to Claim 41, 
wherein the drug is administered in combination with a 
chemotherapeutic drug, 

4S (Previously Presented) . A method according to 
Claim 41^ wherein said active ingredient is an A3 -selective 
A3RAg that is a nucleoside derivative of the following general 
formula (I) i 
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R3 



wherein 




carboxyalkyl or C^-C^o cyanoalkyl or a group of the following 
general formula (II) : 




(II) 



in which: 

" Y is an oxygen or sulfur atom or CH2; 

- Xa is H, Ci-Cio alkyl, R^R'^C(-O)- or HOR°-, wherein 
and R^ may be the same or different and are selected from 
the group consisting of hydrogen, Ci-Cio alkyl, aminO/ Ci-Cio 
haloalkyl, Ci-Cio aminoalkyl, Ci-Cio BOC -amino alky 1 , and C3-C1Q 
cycloalkyl or are joined together to form a heterocyclic ring 
containing two to five carbon atoms, and R"" is selected from 
the group consisting of Ci-Cio alkyl, amino, Ci-Cio haloalkyl, 
Ca-Cxo aminoalkyl, Ci-Cio BOC-aminoalkyl , and C^-Cio cycloalkyl; 
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- Xa is H, hydroxyl, Ci-Cio alkylamino, Ci-Cio 
alkylamido or Ci-Cio hydroxyalkyl ; 

- X3 and X4 each, independently are fcLydrogen, 
hydroxyl, amino, amide, azido^ halo, alkyl, alkoxy, carboxy, 
aitrilo, nitro, trifluoro, aryl, alkaryl, thio, thioester, 
thioetiier, -OCOPh, -OC(=S)OPh or both X3 and X4 are oxygen 
connected to >C=S to form a S-membered ring, or X2 and X3 form 
the ring of formula (III) : 



R"Si O 

where R' and R' ' are independently Ci-Cio alkyl; 

- R3 is selected from the group consisting of 
hydrogen, halo, Ci-Cio alkylether, amino, hydrazido, Ci-Cio 
alkylamino, Ci-Cio alkoxy, C^-Cio thioalkoxy, pyridylthio, C2-C10 
alkenyl; C2-C10 alkynyl, thio^ and Ci-Cio alkylthio; and 



siobstituted alkyl or aryl-NH-C (2) - , with 2 being O, S or ISIR^, 
and, when R4 is hydrogen, R5 being selected from the group 
consisting of R- and S-l-phenylethyl , benzyl, phenylethyl or 
anilide groups, each said group being misubstituted or 
substituted in one or more positions with a substituent 
selected from the group consisting of Ci-Cio alkyl, amino. 




(III) 



- R3 is a -HR4R5 group with R4 being hydrogen, alkyl. 
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halo, Ci-Cio haloalkyl, nitro, hydroxyl, acetamido, Ci-Cio 
alkoxy, and sulfonic acid or a salt thereof; or R5 being 
benzodioxanemethyl , f ururyl, li-propylalanylaminobenzyl, 
alanylaminobenzyl , T-BOC- p-alanylaminoben^yl , phenylamino , 
carbamoyl^ phenoxy or Ci-Cxo cycloal]cyl; or R5 being a group of 
the following formula: 




or, when R4 is alkyl, substituted alkyl, or aryl-KTH-C (Z) - , then 
Rs being selected from the group consisting of substituted or 
unsub&tituted heteroaryl-NR^-C (Z) , heteroaryl-C (Z) - , alkaryl- 
l?JR^-C(Z)-, alkaryl-C(Z) aryl-NR-C (Z) - and aryl-G(Z); 

or a suitable salt of the compound defined above. 

4 7 (Previously Presented) . A method according to 
Claim 4Sr wherein said active ingredient is an A3 -selective 
A3RAg that is a nucleoside derivative of the general formula 
(IV) : 
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I 




CIV) 



OH OH 

in which Xi, R.2 and R5 are as defined in Claim 46. 

48 (Original) . A method according to Claim 47, 
wherein said active ingredient is an N^-benzyladenosine*5'- 
uronamide , 

49 (Previously Presented) , A method according to 
Claim 48, wherein said active ingredient is selected from the 
group consisting of (4-aminaphenyl) ethyladenosine (APNEA), 
N^- (4-amino-3- iodobenzyl) adenosine- 5 ' - (IT-methyluronamide) (AB- 
MECA) and 1-deoxy-l- (6- [ { {3-iodophenyl]methyl) amino] -9H- 
purine-9-yl} -N-methyl-JJ-D-ribofuranuronamide (IB-MSCA) and 2- 
chloro-N^" (3-iodobenzyl) adenosine-5'-N-methylirronamide (Cl-IB- 
MECA) . 

50 (Previously Presented) . A method for treating 
cancer in a subject in need thereof, comprising administering 
to the subject an amount of an A3 -selective adenosine A3 
receptor agonist (A3RAg) , in a manner such that it exerts its 

- 6 - 
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prime effect through the adenosine A3 receptor, the amount 
being effective to both selectively inhibit proliferation of 
cancer cells and to counter toxic side effects of 
chemotherapeutic drug- treatment of the same subject, 

51 (Previously Presented) . A method according to 
Claim 50, wherein the ABRAg synergizes with said drug to yield 
a stronger anti-tumor effect. 

52 (Original) . A method according to Claim 50, 
wherein the drug is administered orally. 

5 3 (Previously Presented) . A method according to 
Claim 50, wherein said active ingredient is an A3 -selective 
A3RAg that is a nucleoside derivative of the following general 
formula (I) : 



R3 




wherein 

- Ri is Ci-Cio alkyl, C;l-Cxo hydroxyalkyl , Ci-Cio 
carboxyalkyl or Ci-Cio cyanoalkyl or a group of the following 
general formula (II) : 

- 7 - 
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.Y. 



r 



(II) 



in which: 

- Y is an oxygen or sulfur atom or CH2; 

- Xi is H, Ci-Cio alkyl, R^R^CC^O)- or HOR*^- , wherein 
and may be the same or different and are selected from 

the group consisting of hydrogen, Ci-Cio alkyl, amino, Ci-Cxo 
haloalkyl, Ci-Cio aminoalkyl, Ci-Cia BOC-aminoalkyl , and C3-C10 
cycloalkyl or are joined together to form a heterocyclic ring 
containing two to five carbon atoms, and R^ is selected from 
the group consisting of Ci-Cio alkyl, amino, Ci-Cio haloalkyl, 
Ci-Cio aminoalkyl, Ci-Cio BOC-aminoalkyl , and C3-C10 cycloalkyl/ 

- X2 is H, hydroxyl, Ci-Cio alkylamino, Ci-Cio 
alkylamido or Ct-Cio hydroxyalkyl ; 

- X3 and X4 each independently are hydrogen, 
hydroxyl, amino, amido, azido, halo, alkyl, alkoxy, carboxy, 
nitrilo, nitro, trifluoro, aryl, alkaryl, thio, thioester, 
thioether, -OCOPh, -OC(=S)OPh or both X3 and X4 are oxygen 
connected to >C=S to form a 5-membered ring, or X2 and X3 form 
the ring of formula (III) : 



- 8 - 
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1 C T N 



R'Si 



(III) 



R"Si O 



where R' and R' ' a^re independently Ci-Cio alkyl; 

- Rz is selected from the group consisting of 
hydrogen, halo, Ci-Cio allcylether, amino, hydrazido, Ci-Cio 
alkylamino, Ci-C^o alkoxy, C^-Cio thioalkoxy, pyridylthio, C2-C10 
alkenyl; C^-Cio alJ^yl, thio, and Ci-Cio alkylthio; and 

- R3 is a -NR4R5 group with R4 being hydrogen, alkyl, 
substituted alkyl or aryl-NH-C (2) - , with 2 being O, S or NR^, 
and, when R4 is hydrogen, R5 being selected from the group 
consisting of R- and S-l-phenylethyl , benzyl, phenylethyl or 
anilide groups, each said group being unsubstituted or 
sxabstituted in on^e or more positions with a substituent 
selected from the group consisting of Ci-Cio alkyl, amino, 
halo, Ci-Cio haloalkyl, nitro, hydroxyl, acetamido, Ci-Cio 
alkoxy, and sulfonic acid or a salt thereof; or R5 being 
benzodioxanemethyl , fururyl, L-propylalanylaTninobenzyl, 
alanylaminobenzyl , T-BOC- p-alanylaminobenzyl , phenylaraino, 
carbamoyl, phenoxy or Cx-Cio cycloalkyl; or R5 being a group of 
the following formula: 



- 9 - 
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or, when Ra is alkyl, siobstituted alkyl, or aryl-NH-C (Z) - , then 
Rs being selected from the group consisting of substituted or 
unsubstituted heteroaryl-NR^-C(2) , heteroaryl-C (Z) - , alkaryl- 
NR*-C(2;)-, alkaryl-C(Z) aryl -NR-C (Z) - and aryl -C (Z) ; 

or a suitable salt of the compound defined above. 
54 (Previously Presented) * A method according to 
Claim 53, wherein said active ingredient is an A3-selective 
A3RAg that is a nucleoside derivative of the general formula 
(IV) : 




(IV> 



OH OH 



in which Xj_, Ra and Rs are as defined in Claim 53 . 
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PAGE 11/38 ' RCVD AT 3/9/2005 3:43:15 PM [Eastern Standard Time] * SVR:USPT(«FXRF-1/3 * DNIS:8729306* CSID:202 737 3528 * DURATION (inni-ss):08-34 



'MAfc 9.2005 3:54PM BROWDY AND NEIMARK NO. 5504 P. 12 

Appln. No- 09/700,751 
Amdt. dated March 9, 2 005 

Reply to Office action of February 23, 2005 

55 (Original) . A method according to Claim 54, 
wherein said active ingredient is an N^-benzyladenosine-S'- 
uronamide. 

56 (Previously Presented) , A method according to 
Claim 55, wherein said active ingredient is selected from the 
group consisting of N^-2- (4-aTninophenyl) ethyladenosine (APlJRA) , 
N^- (4-amino-3- iodobcnzyl) adenosine -5 ' - (N-methyluronamide) (AB- 
MECA) and 1-deoxy-l- {6- [ ({ 3 -iodophenyl } methyl) amino] -9H- 
purine-9-yl}-N-methyl-(J-D-ribofuranuronamide (IB-MECA) and 2- 
chloro-N^- (3-iodobenzyl) adenosine-S'-M-methyluronamide (Cl-IB- 
MECA) . 

57 (Previously Presented) . A method for inhibiting 
abnormal cell proliferation in a subject, comprising 
administering to the subject an amount of an adenosine A3 
receptor agonist (A3RAg) in a manner such that it exerts its 
prime effect through the A3 adenosine receptor without 
essentially activating adenosine receptors other than the A3 
adenosine receptor^ the amount being effective to selectively 
inhibit abnormal cell prolif eration, 

58 (Previously Presented) . A method according to 
Claim 41, wherein said abnormal cell proliferation is the 
grov7th or proliferation of tumor cells - 

5 9 (Previously Presented) . A method according to 
Claim 57, wherein the drug is administered orally. 

- 11 - 
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60 (Previously Presented) . A method according to 
Claim 57, wherein the drug is administered in combination with 
a chemotherapeutic drug. 

61 (Previously Presented) . A method according to 
Claim 57, wherein the active ingredient ie an A3RAg that 
exerts itp prime effect through the A3 adenosine receptor 
without essentially activating adenosine receptors other then 
the A3 adenosine receptor, which is a nucleoside derivative of 
the following general formula (I) .- 




(I) 



wherein R. is Ci-C.^ alkyl, c,-c,, hydroxyalkyl , C.-Cio 
carboxyalkyl or C,-C.„ cyanoalkyl or a group of the following 
general formula (II) : 




(II) 



in which: 

- Y is an oxygen or sulfur atom or CH^; 
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- Xi is Hr Cx-Cio alkyl, R^R^C(=0)- or HOR*"-, wherein 



and R*^ may be the same or different and are selected from 
the group consisting of hydrogen, Ci-Cio alkyl, amino, Ci-Cio 
haloalkyl, Ci-Cio aminoalkyl, Ci-Cxo BOC-aminoalkyl , and C3-C10 
cycloalkyl or are joined together to form a heterocyclic ring 
containing two to five carbon atoms / and R*^ is selected from 
the group consisting of Ci-Cio alkyl, amino, Ci-Cio haloalkyl, 
Ci-Cio aminoalkyl, Ci-Cio BOC- aminoalkyl , and C3-C10 cycloalkyl; 

- X2 is H, hydroxyl, Ci-Cio alkylamino, Ci-Cio 
alkylamido or Ci-Cio hydro^cyalkyl ; 

- X3 and X4 each independently are hydrogen, 
hydroxyl, amino, amido, azido, halo, alkyl, alkoxy/ carboxy, 
nitrilo, nitro, trifluoro, aryl, alkary.l, thio, thioester, 
thioether, -OCOPh, -OC(=S)OPh or both X3 and X4 are oxygen 
connected to >C=S to form a 5-membered ring, or X3 and X3 form 
the ring of formula (HI) : 



R^'Si O 

where R* and R' ' are independently Ci-Cio alkyl ; 
- R^ is selected from the group consisting of 
hydrogen, halo, Ci-Cio alkylether, amino, hydirazido, Ci-Cio 
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alkylamino, Ci-Czo alkoxy, Ci-Cio thioalkoxy, pyridylthio, Ci^^io 
alkenyl, C^-Cao alkynyl , thio, and Ci-Cio alkylthio; and 

- R3 is a -NR4R5 group with R4 being hydrogen, alkyl, 
substituted alkyl or aryl-NH-C (Z) - , with Z being O, S or NR^, 
and, when Rt is hydrogen, R5 being selected from the group 
consisting of R- and S-i-phenylethyl , benzyl, phenylethyl or 
anilide groups, each said group being unsubstituted or 
substituted in one or more positions with a stibsfcituent 
selected from the group consisting of Ci-Cio alkyl, amino, 
halo, Cx-Cio haloalkyl, nitro, hydroxyl, acetamido, Ci-Cio 
alkoxy, and sulfonic acid or a salt thereof; or Rs being 
benzodioxanemethyl , f ururyl , L- propyl alanyl -aminobenzyl , 3- 
alanylamino -benzyl, T-BOC- 3 -alanyl aminobenzyl, phenylamino, 
carbamoyl, phenoxy or Ci-Cio cycloalkyl ; or R5 being a group of 
the following formula: 




or, v/hen R^ is alkyl, substituted alkyl, or aryl-NH-C (Z) - , then 
R5 is selected from the group consisting of substituted or 
unsubstituted heteroaryl-NR^-C (z) - , heteroaryl-C (Z) - , alkaryl- 
NR^-C(Z)', alkaryl-C (Z) - , aryl-NR-C (Z) - and aryl-C(2)-; 

or a suitable salt of said nucleotide derivative. 

- 14 - 



PAGE 1 5138 ' RCVD AT 3/9/2005 3:43: 1 5 PM (Eastern Standard Time] * SVR:USPTMFXRF.1/3 ' DN1S:8729306 * CSID:202 737 3528 * DURATION (mRi-ss):08-34 



*MAR-. 9. 2005 3:55PM 



8R0WDY AND NEIMARK 



NO. 5504 P. 16 



Appln. No. 09/700,751 . 
Amdt- dated Max-ch 9, 2005 

Reply to Office action of February 23, 2005 

62 (Previously Presented) . A metliod according to 
Claim 61, wherein said active ingredient is an A3RAg that 
exerts its prime effect through the A3 adenosine receptor 
without essentially activating adenosine receptors other then 
the A3 adenosine receptor, which is a nucleoside derivative of 
the general formula (IV) : 

I 

NH 




(IV) 



OH OH 

in which Xi, Ra and R4 are as defined in Claim 61* 

63 (Previously Presented) . A method according to 
Claim 62, wherein said active ingredient is an IJS- 
benzyladenosine-S'-uronamide . 

64 (Previously Presented) . A method according to 
Claim 63, wherein said active ingredient is selected from the 
group consisting of N^-2- {4-aminophenyl) ethyladenosine (APNEA), 
N^- (4-aminO'-3-iodobenzyl) adenosine-5 • - (N-methyluronamide) (AB- 
MECA) and l-deoxy-1- {6- [ ( {3'iodophenyl} methyl) amino] - 9H- 
purine- 9-yl } -N-methyl-p-D-ribofuranuron-atnide (IB-MECA) and 2- 

- 15 - 
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chloro-N^" (S-iodobenzyl) - adenosine- B'-N-methly-uronamide {Cl- 
IB-MECA) . 

65 (Previoiasly Presented) , A method according to 
Claim 57, wherein the active ingredient is administered at an 
amount less than 100 v^g/Kg body weight. 

66 (Previously Presented) . A method according to 
Claim 65, wherein the amount is less than 50 pg/Kg body 
weight ► 

67 (Previously Presented) . A method according to 
claim 15, wherein said active ingredient is selected from the 
group consisting of : 

N^- (3-iodobenzyl) - 9 -methyl adeni ne ; 
isf^- (3-iodobenzyl) -9-hydroxyethyladenine; 
R— N^- (3 -iodobenzyl) -9 - (2 , 3 -dihydroxypropyl) adenine; 
S— N^- (3 -iodobenzyl) -9- (2 , 3-dihydz-oxypropyl ) adenine; 
N^- (3-iodobensyladenin-9-yl) acetic acid; 
N^- (3 -iodobenzyl) -9- (3-cyanopropyl) adenine; 
2-chloro-N^- (3 -iodobenzyl) -9-methyladenine; 
2-amino-N^- (3 -iodobenzyl) - 9-methyladenine; 
2-hydrazido-N^- (3 -iodobenzyl) -9-methyladenine; 
N^- (3 -iodobenzyl) -2 -mefchylamino~9-methyXadenine; 
2-dimethylamino-K^- (3 -iodobenzyl) - 9-methyladenine ; 
N^- (3 -iodobenzyl) -'9-methyl-2-propylaminoadenine; 
2-hexylamino-N^- (3 -iodobenzyl) -9-methyladenine; 

- 16 " 
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N^- (3-iodob6nzyl) -2-methGxy-9-methyladenine ; 
N^- (3-iodobenzyi) -9-methyl-2 -methylttiioadenine ; 
N^- (3-iodobenzyl) -9-methyl-2- (4 -pyridylthio) adenine; 
{1S,2R,3S,4R) -4- ( 6 -amino -2 -phenyl ethylaraino- 9H- 

purin- 9 -yl ) cyclopentane- 1 ,2,3 - triol ; 
(1S,2R,3S, 4R) -4- (6-aTnino-2-chloro-9H-purin-9-yl) 

cyclopeiitane-lr2 , 3 -triol ; 
(+) -9- [2a^3a-dihydroxy-4p- (N- 

nitsthylcarbamoyl) cyclopent-lp-yl) ] -N^- (3- 

iodobenzyl) -adenine; 
2-chloro-9- (2 ' -aTnino-2 • , 3 * -dideoxy-p-D-5 ' -methyl- 

arabino-furonamido) -N^- (3 -iodobenzyl) adenine; 
2-chlora-9- (2 ' ,3 » -dideoxy-2 ' -f luoro-3-D-5 * -methyl- 

arabino-furonamido) -N^- (3-iodobenzyl) adenine; 
9- (2-acetyl-3-deo5cy-p-D-5-methyl-ribofuronamido) -2- 

chloro-N^ ( 3 - iodobenzyl ) adenine ; 
2 - chloro- 9- {3 -deoxy- 2 -crLethanesulf onyl - p -D-5-methyl - 

ribofuronamido) -N^- (3-iodobenzyl) adenine; 
2-cbloro-9- ( 3 -deoxy^p-D-S -methyl -ribofnronamido) -N^- 

( 3 - iodobenzyl ) adenine ; 
2 -chloro- 9- (3 , 5-1 ,1,3 , 3 -tetraisopropyldisiloxyl-p-D- 
S-ribofuranosyl) -N^- (3-iodobenzyl) adenine; 
2-chloro-9- (2 ' , 3 ' -0-thiocarbonyl- p-D- 5 -methyl - 

ribof uronamido) -N^- (3-iodobenzyl) adenine; 

- 17 - 
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9 - ( 2 ^phenoxythiocarbony 1 - 3 - deoxy- p -D - 5 -methyl - 
ribofiixonamido) -2-c:hloro-N^- (3- 
iodobenzyl ) adenine ; 

1- (6-ben2ylamino-9H-puriTi-9-yl) -1-deoxy-N, 4- 

dimethyl- (3 -D-zribof uranosiduronamide ; 
2 - chl or o - 9 - ( 2 , 3 - di deoxy - (3 - D - 5 - methyl - 
ribof nronamido) -N^-benzyladenine; 

2- chloro-9- (2 ' -a2ido-2 ' ,3 ' -dideoxy-p-D-5 • -methyl- 

arabino-f uronamido) -N^-benzyladenine ; 
2-chloro-9- (p-D-erythrofuranoside) -N^- (3- 

iodobenzyl ) adenine ; 
N^- (benzodioxanemethyl) adenosine; 

1- (6-furfurylamino-9H-purin-9-yl) -1-deoxy-N-methyl- 

P-D-ribof uranosiduronamide 7 
if - [3- (Ii-prolylamino) benzyl] adenosine-5 • -N- 

methyluronamide ; 
N^- [3- (p-alanylamino)benzylIadenosine-5 ' -N- 

methyluronamide ; 
N^- [2- (N-T-Boc-p-alanylamino) benzyl] adenosine- 5 ' -N- 

methyluronamide 
6- {N' -phenylhydrazinyl } purine- 9- P -ribofuranoside-S ' - 

N-methyluronamide ; 
6 - { O - phenylhydr oxy 1 amino ) pur i ne - 9 - P - r ibo f ur ano s i de - 

5 ' -N-Tnethyluronamide ; 
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9- ((3-D-2^ t 3 • -dideoxyerythrofuranosyl) -N^- [ (3-|3- 

alanylamino) benzyl] adenosine; 
9- {p-D-erythrofuranoside) -2 -methyl amino -N^- (3- 

iodobenzyl ) adenine ; 
2-chloro-N- (3 -iodobenzyl) -9- (2-tetrahydrofuryl) 

purin- S - amine ; 
2-chloro- (2 ' -deoxy-6 ' -thio-L-ar-abinosyl) adenine; 

2-chloro- (6 ' -thio-L-arafoinosyl) adenine; 

N^- {4^biphenyl-carbonylaTnino) -adenosine-5 ' -N- 

ethyluronamide ; 
N^- (2, 4 -dichlorobenzyl-carbonylamino) -adenosine-5 ' -N- 

ethyluronamide ; 
N^- (4-methoxyphenyl-carbonylamiiio) -adenosine-5 ' -N- 

e t hyl ur onarnide ; 
N^- (4-chlorophenyl-carbonylainino) -adenosine- 5 ' -N- 

ethyluronaraide ; 
N^- (phenyl -carbonyl amino) -adenosine-5 ' -N- 

ethyluronamide ; 
N^- (benzylcarbamoylamino) -adenosine-5 ' -N- 

ethyluronamide ; 
N^- (4--sul£onaraido-phenylcarbamoyl) -adenosirie-5 ' -N- 

ethyluronamide ; 
N^- (4 -acetyl -phenyl carbamoyl) -adenosine-5 ' -N- 

ethyluronamide ; 
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N^- ( (R) -cc- phenyl ethylcarbamoyl) -adenosine-5 ' -N- 

ethyluronamide ; 
N^- ( (S) -ot-phenylethylcarbamoyl) -adenosine-5 ' -N- 

ethyluronamide ; 
N^- (5 -Tnethyl-isoxazol -3 -yl -carbamoyl) -adeiiosine-5 ' -N- 

etbyliironamide ; 
N^- (l,3,4-thiadiazol-2--yl-carbamoyl) -adenosine-5 * -N- 

ethyluronamide ; 
W^- (4-n-propoxy-phenylcarbamoyl) - adenosine-5 ' -N"- 

ethyluronamide ; 
N^-bia- (4-nitrophenylcarbaTnoyl) *adenosine-5 ' -N- 

ethyluronamide ; and 
N^-bis- < 5- chloro-pyridin- 2 -yl -carbamoyl) -adenosine- 

5 ' -isr-ethyluronamide. 
68 (Previously Presented) . A method according to 
Claim 16, wherein said active ingredient is an A3 selective 
A3RAg that is selected from the group consisting of those of 
formula (IV) in which: 

Xi is R^R^C( O) f wherein and may be the same or 
different and are selected from the group consisting of 
hydrogen, Ci-C^o alkyl, amino, Ci-Cio haloalkyl, Ci-Cio 
aminoalJcyl/ and Ca-Cio cycloalkyl, R2 is selected from the group 
consisting of hydrogen, halo, Ci-Cio alkyoxy, amino, C2-C10 
alkenyl, and Cz-C^o alkynyl, and Rs is selected from the group 

- 20 - 
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consisting of R- and S-l-phenylefchyl , an unsubstituted bensyl 
grouo, and a benzyl group substituted in one or more positions 
with a substituent selected from the group consisting of Ci-Cio 
alkyl, amino, halo, Ci-Cio haloalkyl, nitro, hydroxy, 
acetamido, C^-Cio alkoxy, and sulfo, 

59 (Previously Presented) . A method according to 
claim 68, wherein said active ingredient is an A3 selective 
A3RAg that is selected from the group consisting of those of 
formula (IV) in which: 

R^ and are the same or different and are selected 
from the group consisting of hydrogen and Ci-Cio alkyl, and R^ 
is hydrogen or halo; 

R^ is hydrogen, R2 is hydrogen and R5 is 
\insubstituted benzp^l; 

R^ is Ci-Cio alkyl or'C3-Cio cycloalkyl and R5 in R- or 
S-1 -phenyl ethyl or a benzyl substituted in one or more 
positions v/ith a substituent selected from the group 
consisting of halo, amino, acetamido, Ci-Cio haloalkyl and 
sulfo, wherein the sulfo derivative is a salt; 

R2 is a C2-C10 alkyne of the formula R'^-C^C- where R*^ 
is a Ci-Cq alkyl; or 

R2 is a halo, Ci-Cio alkylamino, or Ci-Cio alkylthio, 
is hydrogen, r'^ is Ci^Cxo alkyl and R5 is a substituted 
benzyl . 

- 21 - 
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70 (Previously Presented) ► A method according to 
Claim 15, wherein the active ingredient is an A3 selective 
A3RAg that is in the form of a triethyl ammonium salt . 

71 (Previously Presented) , A method according to 
claim 46, wherein said active ingredient is selected from the 
group consisting of: 

N^- (3-iodobensyl) -9-methyladenine; 
N^- (3 -iodobenzyl) ~ 9 -hydroxy e t hyladen i ne ; 
R— N^- C3-iodoben:zyl) -9- (2 , 3 -dihydroxypropyl) adenine; 
S— N^- ( 3 - iodobenzyl ) - 9 - { 2 , 3 -dihydroxypropyl ) adenine ; 
N^- (3-iodobenzyladenin-9-yl) acetic acid; 
N^- (3-iodobenzyl) -9- (3 -cyanopropyl) adenine; 
2-chloro-N^- (3-iodobenzyl) - 9-methyladenine; 
2-amino-N^- (3-iodobenzyl) - 9-methyladenine; 
2-hydrazido-N^- (3-iodobenzyl) -9-methyladenine; 
N^- (3-iodobenzyl) -2-methylamino-9-methyladenine; 
2 -dimethyl amino -N^- (3-iodobenzyl) -9-methyladenine; 
N^- (3-iodobenzyl) - 9-methyl-2-propyla.minoadenine; 
2-hexylamino-N^- (3-iodobenzyl) - 9-methyladenine; 
N^- (3-iodobenzyl) -2 -methoxy- 9 -methyl adenine; 
N^- (3-iodobenzyl) -9 -methyl -2 -methyl thioadenine; 
N^- (3-iodobenzyl) -9-methyl-2- (4 -pyridylthio) adenine; 
(1S,2R,3S,4R) -4- (S-amino- 2 -phenylethylamino- 9H- 
purin-9-yl) cyclopentans-1 , 2, 3-triol ; 
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(IS, 2R, 3S,4R) -4- (6-amiiio-2-chloro-9H-purin-9-yl) 

cyclopentane-1; 2 , 3-triol ; 
(±) -9- [2a, 3a-dihydroxy-4p- (N- 

methylcarbamoyl) cyclopent-ip-yl) ] -N^- (3- 

iodobenzyl) -adenine; 
2-chlo2ro-9- (2 • -amino- 2 ' , 3 ' -dideoxy- p-D-5 ' -methyl - 

arabino-furonamido) -N^- {3-iodobeiizyl) adenine; 
2-chlQro-9- (2 ' , 3 ' -dideoxy-2 ' -f luoro-p-D-5 * -methyl - 

arabino-fiirona,mido) -N^- {3-iodobenzyl) adenine; 
9- (2-acetyl-3-deoxy-p-D-5-methyl-ribo£u3ronamido) -2- 

chloro-N^ (3-iodobenzyl) adenine; 
2 - chloro - 9 - ( 3 - deoxy - 2 -me thanssulf onyl - p - D - 5 - methyl - 

iribof uironamido) -N^- (3-iodobenzyl) adenine; 
2~chloro-9- (3 -deoxy-p-D-5-methyl-ribofuronamido) -N^- 

( 3 - iodobenzyl ) adenine ; 
2-chloro-9- (3 , 5-1, 1,3, 3 -tetraisopropyldisiloxyl- p-D- 
S-ribof ur-anosyl) -N®- (3-iodobenzyl) adenine; 
2-chloro-9- (2 ' , 3 ' -O -thlocarbonyl-p -D- 5 -methyl - 

ribofuronamido) -N^- (3-iodobenzyl) adenine; 
9- (2-phenoxytbiocarbonyl-3-deoxy-p-D-5-methyl- 

ribofuronamido) -2-chloro-N^- (3- 

iodobenzyl ) adenine ; 
1 - ( 6 -benzylamino- 9H-piirin- 9 -yl ) - 1 -deoxy-N , 4 - 

dimethyl - p -D-aribof U27anoslduronamide ; 

- 23 - 
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2-chloro-9- (2, B-dideoxy-^-D-S-methyl- 
ribof uronamido) -N^- benzyl adenine ; 

2-chloro-9- (2 ' -azido-2 ' , 3 ^ -dideoxy-- |3-D-5 ' -methyl- 
airabino-furonamido) -N^ -benzyl adenine ; 

2-cliloro-9- ((S-D-erythrofuranoside) -N^- (3- 
iodobensyl) adenine; 

N^- (bensodioxanemethyl) adenosine; 

1- (6-furfurylaminO"9H-pur-in-9-yl) -l-deoxy-N-methyl- 

p -D - ribof uranos iduronamide ; 
N^- [3- (L -prolyl amino) benzyl] adenosine -5 ' -N- 

methyluronamide ; 
N^- [3- ( p-alanylamino) benzyl] adenosine-5 ' -N- 

methyluronamide ; 
N^- [3- (N-T'-Boc-p-alanylamino) benzyl] adenosine-5' -N- 

methyluronamide 
6- (M* -phenylhydrazinyl) purine-9-p-ribof uranoside-5 • - 

N-methyluronamide / 
6- (O-phenylhydroxylamino) purine - 9- p -ribof uranoside- 

5 * -N-methyluronamide ; 
9- (p-D-2 • ,3 ' -dideoxyerythrofuranosyl) -M®- [ (3-p- 

alanylamino) benzyl] adenosine ; 
9- (p-D-erythrofuranoside) -2 -methyl amino -N^- (3- 

iodobenzyl ) adenine ; 
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2-chloro-N- (3 - iodobenzyl ) -9- (2-tetrahydrofuryl) 

pur in- 6 - amine ; 
2-chlorO" (2 ' -deo5cy-6^ -thio-L-arabinosyl) adenine; 

2-chIoro- (6 ' -thiO'L-arabinosyl) adenine; 

N^^ (4-biphenyl-carbonylamino) -adenosine- 5 * -N- 

ethyluronamide j 
N^- (2 , 4-dichloi:obenzyl-carbonylaTnino) -adenosine-5 ' -N- 

ethyluronamide ; 
N^- (4-metlioxyphenyl-carbonylamino) - adenosine- 5 ' -N- 

ethyluronamide ; 
N^- (4-chlorophenyl-carbonylamino) -adenosine-5 ' -N- 

ethyluronamide ; 
N^- j[phenyl-carbonylamino) -adenosine-5 ^ -N- 

ethyluronamide ; 
N^- (benzylcarbamoylamino) -adenosine-5 ' -N- 

ethyluronamide ; 
N^- (4-sulfonaTnido-phenylcarbamoyl) -adenosine-5 ' -N- 

ethyluronatnide ; 
N^- {4 -acetyl -phenylcarbamoyl) -adenosine-5 * -N- 

ethyluronamide ; 
N^- ( (R) -Of-phenylethylcarbamoyl) -adenosine-5 ^ ^N- 

e t hyl ur onami de ; 
N^- { (S) -a-phenylethylcarbatnoyl) -adenosine-5 ' -N- 

ethyluronamlde ; 
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N^- (5-methyl-isoxazol-3-yl-carbamoyl) -adenosine-^ * -N- 

ethyluronamide ; 
N^-(l,3,4-thiadiazol-2 -yl - carbamoyl ) - adenos ine - 5 ' -H- 

ethyluronamide ; 
N^- ( 4 -n-propoxy-phenyl carbamoyl) -adeno3ine-5 ' -N- 

ethyluronamide ; 
N^-bis- (4-nitrophenylcarbamoyl) -adenosine-S ' -N- 

ethyl "uronamide ; and 
N^-bis- {5 -chloro-pyridiii-2-yl- carbamoyl) -adenosine- 

5 ' -N-ethyluroxiamide . 
72 (Previously Presented) . A method according to 
claim 53, wherein said active ingredient is selected from the 
group consisting of: 

N^- (3-iodobenzyl) -9-methyladenine ; 

N^- (3-iodobenzyl) - 9 -hydroxyethyl adenine ; 

« ( 3 - iodobenzyl ) - 9 - ( 2 , 3 - dihydroxypropy 1 ) adenine ; 
S_;^s _ ( 3 ^ iodobenzyl ) - 9 - (2 , 3 -dihydroxypropyl ) adenine ? 

(3-iodobensyladenin-9-yl) acetic acid; 
N^- (3 -iodobenzyl) -9- (3 -cy anopropyl) adenine; 
2-chloro-N^- (3 -iodobenzyl) -9-methyladenine; 
2-amino-N^- (3 -iodobenzyl) - 9 -methyl adenine; 
2-hydrazido-N^- { 3 - iodobenzyl ) -9-methyladenine; 
N^- (3 -iodobenzyl) -2-methylamino-9-methyladenine; 
2 -dimethyl amino -ISI^- (3 -iodobenzyl) - 9-methyladenine; 
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N^- O-iodobenzyl) - 9 -methyl -2 -propyl aminoadenine; 
2-liexylamino-N^- (3 -iodobenzyl) -S-methyladenine; 
N^- (3 -iodobenzyl) -2-metboxy-9-methyladenine ; 
N^- (3 -iodobenzyl) -9-methyl-2-methylthioadenine; 
N^- (3 -iodobenzyl) -9 -methyl -2- (4 -pyridylthio) adenine; 
(IS, 2R, 3S , 4R) -4- ( S -ami no -2 -phenyl ethyl ami no- 9H- 

purin-9-yl) cyclopentane-1 , 2 , 3-triol; 
(1S,2R, 3S, 4R) -4- (6-amino-2-chloro-9H-pnrin-9-yl) 

cyclopentane-1 , 2 , 3-triol / 
(±) -9- [ZcLr 3a-dihydroxy-4p- (N- 

methyl carbamoyl) cyclopent-ip-yl) ] -N^- (3- 
iodobenzyl) -adenine; 
2-chloro-9- (2 • -amino-2 ' , 3 ' -dideoxy-p-D-S ' -methyl- 
arabino-f uronamido) -N^- (3 -iodobenzyl) adenine ; 
2-chloro-9- (2 ' , 3 ' -dideoxy-2 ' -f luoro- ' -methyl- 
arabino-fuTTonamido) -N^- (S-iodobenzy-l) adenine ; 
9- (2 -acetyl -3 -deoxy-p-D-5-methyl-ribof uronamido) -2- 

chloro-N^ (3 -iodobenzyl) adenine; 
2 - chl oro - 9 - ( 3 - deoxy- 2 - methane sul f ony 1 - P - D - 5 -methyl - 

ribofuronatnido) -N^- (3 -iodobenzyl) adenine; 
2^chloro-9- (3-deoxy-p-D-5-methyl-ribofuronamido) -N^- 

( 3 - iodobenzyl ) adenine ; 
2-chloro-9- (3, 5-1, 1,3,3-tetraisopropyldisiloxyl-p-D- 
5-3ribofuranosyl) -N^- (3 -iodobenzyl) adenine , - 
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2-chloro-9- (2' , 3*^' -O-thiocarbonyl-^-D-5-mettLyl- 
ribofuronaraido) -Isf^- (3-iodobenzyl) adenine ; 

9 - ( 2 -phenoxy thiocarbonyl - 3 - deoxy- p - D- 5 -met hyl - 
ribofuronamido) -2-chloro-N^- (3- 
iodobenzyl) adenine; 

1 - { 6 benzyl amino - 9H -pur in - 9 - y 1 > - 1 - deoxy - N , 4 - 

dimethyl - p -D-r ibof uranosiduronamide ; 
2-chloDro-9'' (2 , 3 -dideoxy-(3-D-5-Taethyl - 
ribofuronamido) -N^-benzyladenine; 

2 -chloro-9- (2 » -azido-2 ' , 3 ' -dideoxy-p-D-5 ' -methyl - 

ar abino - f uronami do ) -N^ -benzyl adenine ; 
2-chloro-9- ( p-D-erythrof uranoside) -N^- (3- 

iodobensyl) adenine; 
N^- (benzodioxanemetbyl) adenosine; 

1- (6-furfii2rylamino-9H-purin-9-yl> -1 -deoxy -N- me thy 1 - 

p - D - ribof uranos iduronamide ; 
N^- [3- (L-prolylamino) benzyl] adenosine-5 ' -N- 

methyluronaraide ; 
N^- [3 - ( p-alanylamino) benzyl] adenosine-5 ' -N- y 

methyl uronami de ; 
ISI^- [3- (N-T-Boc-p-alanylamino) benzyl] adenosine-5 ' -N- 

methyluronamide 
6- (N' -phenylhydra2inyl)purine-9-p-ribofuranoside-5 ' - 

N - me t by lur onami de ; 
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6 - (0-phenylhydroxylaraino) purine - 9 - P - ribof uranos ide- 

5 ' -N-methyluronamide; 
9- (p-D-2 • , 3 ' -dideoxyerythrof uranoayl) -N^- [ <3-p- 

alanylamino) benzyl] adenosine ; 
9- (P-D-erythxofuran.oside) -2 -methyl amino -N^- (3^ 

iodobenzyl) adenine; 
2-chlo3rQ-N- (3 -iodobenzyl) -9- (2 - tetrahydrof uryl) -9H- 

purin- 6 - amine ; 
2-chloro- (2 ' -deoxy-6 ' -thio-L-arabinosyl) adenine; 
2-Ghloro- (6 ' -thio-L-arabinosyl) adenine; 
N^- {4-biphenyl-ca2rbonylamino) - adenosine- 5 ' -N- 

ethyluronamide ; 
N^- (2 , 4-dichlorobenzyl-carbonylaTnino) -adenosine -5 ' -N- 

ethyluronamide ; 
N^- (4-methoxyph.enyl-carbonylamino) -adenosine- 5 ' -N- 

ethyluronamide ; 
N^- ( 4 -chlorophenyl- car bony 1 amino) -adenosine -5 ' -N- 

ethyluronamide ; 
N^- (phenyl -carbonyl amino) -adenosine -5 ' -N- 
ethyluronamide ; 
N^- (benzylcarbamoylamino) -adenosine -5 ' -N- 

ethyluronamide ; 
N^- (4-sulf onamido-phenylcarbamoyl) -adenosine-5 ' -N- 

ethyluronamide ; 
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N^- (4 -acetyl -ptienylcarbamoyl) -adenosine-B ' -isr- 

ethyluronamide ; 
N^- ( (R) -a-ph.enylethylcarbamoyl) -adenosine-5 ' -N- 

ethyluronamide ; 
N^- ( (S) -oc -phenyl ethyl carbamoyl) -adenosine-5 ' -N- 

ethy luronamide ; 
N^- (5-methyl-isoxazol-3-yl-carbaTnoyl) -adenosine- 5 V -N- 

e thy luronamide ; 
N^- (1, 3,4- thiadiazol- 2 -yl- carbamoyl) -adenosine-5 ' -IsT- 

ethyluronamide ; 
N^- ( 4 -n-propoxy-phenyl carbamoyl) -adenosine's » -N- 

ethy luronamide ; 
N^-bis- ( 4 -nitrophenyl carbamoyl) -adenosine-5 ' -N- 

ethy luronamide ; and 
N^-bis- {5-chloro-pyridin-2-yl-carbamoyl) -adenosine- 

5 * -N-ethyluronamide . 

73 (Previously Presented) . A method according to 
Claim 46, wherein the active ingredient is an A3 selective 
A3RAg that is in the form of a tri ethyl ammonium salt. 

74 (Previously Presented) . A method according to 
Claim 53, wherein the active ingredient ie an A3 selective 
A3RAg that is in the form of a tri ethyl ammonium salt. 

75 (Previously Presented) . A method according to 
Claim 47, wherein said active ingredient is an A3 selective 
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A3RAg that is selected from the group consisting of those of 
formula (IV) in v/hich: 

Xi is R^R^NC ( O) , wherein and R^ may be the same or 
different and are selected from the group consisting of 
hydrogen, Cx-Cic^ alkyl . amino, Ci-Cxo haloalkyl, Ci-Cio 
aminoalkyl, and C3-C10 cycloalkyl, R2 is selected from the group 
consisting of hydrogen, halo, Ci-Cio alkyoxy, amino, C2-C10 
alkenyl, and C2-C10 alkynyl , and R4 is selected from the group 
consisting of R- and S-l-phenylethyl , an unsubstituted benzyl 
group, and a benzyl group substituted in one or more positions 
with a substitnent selected from the group consisting of Ci-Cio 
alkyl, amino, halo, Ci-Cio haloalkyl, nitro, hydroxy, 
acetamido, C^-Cio alkoxy, and sulfo. 

7 6 (Previously Presented) . A method according to 
claim 75, wherein said active ingredient is an A3 selective 
A3RAg that is selected from the group consisting of those of 
formula (IV) in which: 

R^ and R^ are the same or different and are selected 
from the group consisting of hydrogen and Ci-Cio alkyl, and R2 
is hydrogen or halo; 

R^ is hydrogen, R2 is hydrogen and R5 is 
unsubstituted benzyl; 

R^ is Ci-Cxo alkyl or C3-C10 cycloalkyl and Rs in R- or 
S-l-phenylethyl or a benzyl substituted in one or more 

- 31 - 



PAGE 32/38 ' RCVD AT 3/912005 3:43:15 PM [Eastern Standard Time] * SVR:USPT0€FXRF-1/3 * DNiS:8729306* CSID:202 737 3528* DURATION (min-ss):08-34 



*MAR-. 9.2005 3:59PM BROWDY AND NEIMARK 



NO. 5504 P. 33 



Appln. No. 09/700,751 
Arndt. dated March 9, 2005 

Reply to Office action of February 23, 2005 

positions with a substituent selected from the group 
consisting of halo, amino, acetamido, Ci-Cio haloalkyl and 
sulfo, wherein the sulfo derivative is a salt; 

R2 is a C5-C2.0 alkyne of the formula R'*-G=C- where R** 
is a Cx-C$ alkyl; or 

R2 is a halo, Ci-Cio alkylamino, or Ci-Cio alkylthio, 
is hydrogen, R"^ is Cj^-C2,q alkyl and R5 is a substituted 
bensyl , 

77 (Previously Present ed) . A method according to 
Claim 54, wherein said active ingredient is an A3 selective 
A3RAg that is selected from the group consisting of those of 
formula (IV) in which: 

Xi is R^R^C( O) , wherein R^ and R^ may be the same or 
different and are selected from the group consisting of 
hydrogen, Ci^Cio alkyl, ammO/ Ci-Cio haloalkyl r Ci— Cio 
aminoalkyl, and C3-C10 cycloalkyl, R2 is selected from the group 
consisting of hydrogen, halo, Cx-Cio alkyoxy, amino, C2-C3-Q 
alkenyl, and C2-C10 alkynyl, and R4 is selected from the group 
consisting of R- and S- 1 -phenyl et hy 1 , an unsubstituted benzyl 
group, and a benzyl group substituted in one or more positions 
with a substituent selected from the group consisting of Ci-Cio 
alkyl, amino, halo, Ci-Cio haloalkyl, nitro, hydroxy, 
acetamido, Cx-Cio alkoxy, and sulfo. 
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7 8 (Previously Presented) , A method according to 
claim 77, wherein said active ingredient is an A3 selective 
A3RAg that is selected from the group consisting of those of 
formula (IV) in which: 

and are the same or different and are selected 
from the group consisting of hydrogen and Ci-Cio alkyl, and 
is hydrogen or halo; 

R^ is hydrogen, R^ is hydrogen and R5 is 
unsubstituted benzyl ; 

is Ci-Cio alkyl or Ca-Gio cycloalkyl and Rs in R- or 
S-l-phenylethyl or a benzyl substituted in one or more 
positions with a substituent selected from the group 
consisting of halo, amino, acetamido, Ci-Cio haloalkyl and 
sulfo, wherein the sulfo derivative is a salt; 

R2 is a C2-C10 alkyne of the formula R'^-C-C- where R^ 
is a Ci-Ce alkyl; or 

R2 is a halo, Ca-Cio alkylamino, or Ci-Cio alkylthio, 
R^ is hydrogen, R** is Ci-Cio alkyl and R5 is a substituted 
benzyl . 

79 (Previously Presented) . A method for inhibiting 
abnormal cell proliferation in a subject in need thereof, 
comprising administering to the subject an adenosine A3 
receptor agonist (A3RAg} in an amount of lees than 100 yg/Kg 
body weight , 
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80 (Previously Presented) . A Tuethod according to 
Claim 79 x-zherein the amount of the A3RAg is less than 50 >ig/Jcg 
body weight , 
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